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^y;Vs 3, 3, 3 - h V 7;v^-n-7*n tf;i/. 4, 4, 4-hV7;vtnrf;K 5, 5 

[0 0 4 8] 
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(5) 2 -J.f-^^*-9->lft, (6) 2-7*n^A7 , ^>i, (7) 2- 
7*n tf;i/^-9->^ (8) 2 -^n tf;i/7*:*7 >gg % (9) 2 --/n k?;V^> h - 4 - 
(10) 5 -t^- 2 -7*n tf;v^s^r-9-v^ (11) 4 2 -ya tf;v^> 

(12) 5, 5 2 --/n fc?;i^\*HJ-;y&, (13) 6, 6-y^fJV- 
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5 —yjt/4-u- 2 tf;i/^^^ y^> (20) 5, 5 - V7))/*v- 2 -7*n M )V^y 
*>WL> (21) 5, 5, 5 - h V y)V*u- 2 -7*nfcf;V>?V* (22) 7, 7 --7 
7;v^-n- 2 -yn tf;i/^-/^ (23) 8, 8 -y7*tn- 2 -7*n fc";^^ * > 

(24) 6, 6, 6 - h 'j 7;i/*n- 2 -^n tf (25) 7-7^*n- 
2 -7*D idfr^-f? >M> (26) 8-7;Vto-2-7'ot>t^^yS, (27) 6 - 7 
;v^-n- 2 -7°n t°;i/^dr-9- (28) 6, 6 -i?7^*n— 2 -7*n k?;v\3^>gg 
, (29) 9 -7;v*n- 2 -7°n tf;wy ^->gft % (30) 9, 9-v7;vtn-2-7 p ntf 

(31) 8, 8, 8-h'j7Jl/in-2-^Dt;;Vt^^>E (32) 7, 7 
, 7-h , ;7Wn-2-7 , DlfWi'>S, (33) 7-^nq-2-7 , Di;w^ 
(34) 2 -*nn- 2 - 7*n fc^i//^ * (35) ( 

36) 2-7"n^y^^>S, (37) 2 - 7* h 9 (38) 2- (2-xh 

*ci,3Li-)V) s<>?>m, (39) 2- (2-> h^rvxf;v) ^>*>SL (40) 5-^ 
l>^>-2-7"neM>r^ (41) 2- ('O SO (42) 5 

-jr. h^rv- 2 -7°nt?;i^>? (43) 2- (^*->;v**-» ^>^>BR, (44 

) 6-^F^-2-7 , neM+t^a, (45) 2- (^Vf^ft) ( 
46) 5-->^n^\^v;v- 2— 7*n fc?;i^> * (47) 5 - -7 x. - ;v- 2 - 7°a t£;v 

(48) 5-7xy^fy-2-7'n^;i'^>^>'^ (49) 6-7^ — ;v- 2 
-7*n tf;V^#-9->^ (50) 2- ( 2 - */9 ->;i/j^;v) (51) 2 

- (y^nA^fyJMf^) (52) (53) 2 - v 

^ n^^r->;v^>^ >^ (54) 2 - n^>^;i/^> ^ (55) 2-7i-M 

(56) 2-7x;Jfy^>^|, (57) 1- ( 2 - 7°n * * 7 >f ;V) 

e^Vi?> % (58) 4- (2 -7ntT;v^-^ * 7 ;y) *;i/*i;7 s (59) 2-7°nkf;v 
t^^>75 K, (60) N->f V7*otr;i/- 2 -T'nW^ >7 5 h\ (61) N, N 
-v7^;V- 2 -7°n * 77 5 K> (62) 6, 6, 6 - M> 7;i^n-N- (4 

-n^v7i-;V) - 2 -7"ne^^4f"fl->7 5 h\ (63) N-^7v;l/-6, 6, 6 
-h'J7fl/*n-2-7'n^A#tv7 5 h\ (64) 6, 6, 6-F'J7;Vta-2- 
7*n tf;V-N-eu v7- 3 -f^*t>7 5 K, (65) (2S) - 2- [ (6, 6, 

6 - h V 7;v^-n- 2 -7°n n°;l/^s^f-9-y ;l/) 757] 7n;^K, (66) N-7-^;v 
-2-7 , nt>^>^>75 h\ (67) N, N-'^f *-2-7*niiM^>7 5 K 
, (68) 2 -7°ntf;v-4 f Ojfe*itt#4 L< lifOlfiifcttf 07*n K 
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5) 2 -x.T)\"^**)->m. (6) (7) 2-7nifM#t> 

& (8) 2-7*ntr^7»*>Bft % (68) 2 -7°ntf;i/-4 -a^-»^ 
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-2-7 p ntT;i/-4—N^'>ym'fc t< li*<D&t tzit^OZfu V? y jr&tfmifbtLZ 

[0 0 5 1 ] 

ffifiE# 2004-3092495 



#112 0 0 4- 1 6 2 9 0 9 ^-v* I 9/ 

y;i"*--;v&, y;i/3r-;i^ y/ua^S/Hk y/u^-Ji'*-**, 7Mu>i, 

[0 0 5 2] 
[0 0 5 31 



[ft 3] 



[0 0 5 4] 

JiiftBfftf>lfi]£ d HO a -BBS) lCift'g-LTv>acifc*3E*>U 

[0 0 5 5] 
[ft 41 



[0 0 5 6] 



[0 0 5 7] 
[ft 5] 



[0 0 5 8] 
[0 0 5 9] 

Mb 6] 



[0 0 6 0] 
[0 0 6 1] 

Ko^fy^f^) >f;V7TA 'JyV, 7 ^ n-^^;v-d-^;v* * y^) 

©I, BKf*&n%& &&&& ttifcffiU A<fcfc*»«L 3>)«til 

, mmte, u>Bft*. wbm«) ^ «sm& (fiix.^ i^m&> hy7**n»i*, ?l 
mm, MGWLm., vafis, 7v«, tw^busu ^-^wbl ^ 

, 4 •fc*-*>'®^ ^/i^n^flRBL #3*»f $>*i&o — (D 

mffiE# 2004-3092495 
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^-y: 10/ 



[0 0 6 2] 

^#«^»l*I^i5^T^^im^^J:^^^j: (I) "e^SftMb^ 

ttzi**<Dmz%m-t zfo&mz^io (i) -e^ £ ft & vt&w * tz \t *<d&<d 7 

n VJyrt Ltii, $)x.tf> R 1 ^, [1]C l~4 7;i/3#y», [2]7xs*jfel*T? 
S&£ft*:C 1 ~4 7;V3^V*f fc»i[3]NR 4 R 5 H R 4 ^i^R 5 Ji> 

ft-FftSfcfcLT, (1)^C*JKT-, (2)C1~47;V*JH, (3)7x-^S, (4)(i)Cl~ 

4 7;vn*y*J fcJi(ii)*;v**^v;v^-cgm^tL/c7i-;v^ (5)M^H^^ 111 
^■^-r^4~7M^#^ (6)(i)7x;^ (ii)ci~4 7;v3^vSf/;ii*;>** 
* v- ;v^-eft#| $ ftfc 7 x - fr& t tz It ( i i i)fl*JK^F- £ 1 i^tt £ 4 ~ 7 .8 ©Sif 

a*eji^3ft&3fe-T?em$ft*:c i~4 7;^;n, (7)^tii3^t^iii?fc- 

g*JF^^ l^t^(i2ffl^-r^»4~7M^ia^^^ (8)^ft<b« 

-g-r&MStn^ t-fc*ot, i» t i it o-^tt^ 4 ~ 7 iwiaio 
m^mfhtiho ttz^ ztib&tuzb, m*-ix, (i) "cmzuzit&mitiit 

fW7 5yMft^t^ |7?;M 7vMb> r^MbSfcti'J 

7m<b^£ft7clb^ (i) T?^$ft&<k#!»ifct±-5-o«oT5/afe 

^ x/faf/^fMb, 7 9-Mb* ^>f;v7^*;v**-Mb, ( 5 2 - 

tf^rV-l, 3-vt^Vl/>-4-'f;v) ^ b^f~:>#;w-K^Mb> ThytVuy?- 
Mb> tfn y y;v^f-;W^ tf/<n>f Mfc* 7-fe h ?"Mb* tert 
-7*f-Mb3ftfc<b£-«MS0 ;— Ufc^: (I) ^3ft;Mfrfr<to* # 
-T & »£\ 00 x. J£> T v Mb, r ;v * Mb* 'J ^mt ttzli** mm £ ft 

fcifr&w (Wxjdr, (i) "C7F2tiz>4k&mztzi**<D&<Dfcmm*, 7-t^-Mb 

, WMb, 7n^7^ML tf^n^Mb, -^V-Mb* 7VJ;HL 7 9- 

Mb, f;v7$ ^ ^^i/^-MbSftfcfb^^) ; — (I) T^SftMb 
-ft** fcfi*<a&v& s :fr;v^*v&£^r-r&^<g\ i*;v^vi^ #!)x.f£, jx^Mb 
ttziZT* Wmztifcft&to (I) ^$ftMfr£t>£fcti-e-<a:&<a 

*>nj?* if^x^fMl:, 7i-^fJHt 7x— ;i^?-;i/.x;*xMb, 
ft^jK^v^f-^x^xMb, ^f^7 5 7>f;vx^fMb, fcfxo-f ;w**v;* 
^x^fMI:, J- ^v#;i^-;v:f *v^;w^7.-rMb> 7* y y^i^?Mk, ( 

5-^f;V-2-t^rV-l, 3 -y*#V 4 ->f M ^f^x^f^l ~>^n 

Adf y ;i/ 1 ^ •> * ;Kf x;i/xf ;vx^r ;Kfc> ^f^7 5Kft, 7x-;i/7^Mb> 2- 
xfdf->7x-;l/7< Ht, 3-*mv7x-^7UMt 7xXWW5ffb 
, 2-xfJry7xx;V>f;V7? Kft, 3 - *^*^y7xxWf ;vj; K-ft, (t^ 

y^>-2-W;i/) ^f;v7 5 KflsSfLfc-ffrMM*, tfiUtf, — jfegS: (i) -c^sftsfb 

[0 0 6 3] 

[<b7] 




[0 0 6 4] 



tBIE#2 0 0 4 
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^.--J : 11/ 



[0 0 6 5] 




[0 0 6 61 

co$p<«m$tL/cfb^^. m*-tf, (i) ^$;ftMb^£fctA-€-o:!£?>;fr;v 

[0 0 6 7] 
[<b9] 




[0 0 6 8] 
[0 0 6 9] 

Hbi o] 




[0 0 7 0] 

— (i) ^$*L<Mb£**> **tg a*. 4fc«&fiio^r^ 

BMN#tf3tlHffS 0 6 3 2 0 0 8 -^MjRB#, UI^<Zr^^ 9 9 / 5 8 5 1 3 W*? V y Y , 
BRAHMS 0 0/4 8 9 8 2^/71^7 K 3/0 5 1 8 5 2^<>7V 

•7 K ffl^HHO 3/0 9 7 8 5 h^^|B«0^fe> 08*. If* ny/'J 

^ >"> • * — ft— y ? - V ? 7 * — a y£ : T • If 4 K • h^-^rv^ 
yat^'^-7''7'W<V-y3>X, -bAV K • 'f ">a > (V^-V-KC. 9 
n y ^ ^ y a V7^f Y*y>X I n c , 1 9 9 9) [Comprehensive Organic Tran 

sformations : A Guide to Functional Group Preparations, 2nd Edition (Richard C. 
Larock, John Wiley & Sons Inc. 1999)] KKttS Jtfc^rttOfcffco-C, 4 tzkt-ZHb <0 

(2 R) - 2 -:7*nt?;i/* 1 0 Omg/k g-e5EtWlf)M^o^ 

m§E# 2004-3092495 
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^-y: 12/ 



im&MmmntLx, ttzimmxmm^mnvi&mn. nmmmm^mmn, nmm 
&mmwtLx^ wmmmzzzwmL, wmmrnvmit, wtk&zzF/tfzimmmm 

tiwiB#^. ®m%mm M*-ii. wm&mm, mmmmmm, nmmmm <d&.m, mm 
t^ve-^i, t^-if^tti, M«i-l£fiXtt£, ^h-7s ^-v 

, PickS, I?t^/;liMif|f IfiSiBlfiLfe L< fi< *»TffiM, 4fc 

«itt/WH*, ttuftf-vttjfeso , Mjfi* itHjgi^) . mmm 

10 0 7 1] 
10 0 7 2] 

[0 0 7 3] 

S *U i£**fflJ&Ki3 V>T (iig^&tf 1 fc«Jn* & ttjfflJfefcifitg&A-*- -Sit T-^g $ 
-2) o 

[0 0 7 4] 

#m> jmrnmrnzxi)*****. mn 

&-5-<B»£\ Mft, foA—AMtz 19 ^ lilicoi, 1 ^ gtf>£> 5000m gtf>$gffl-Cl H 1 ® 
frhm®mn&i3-Zti& 0 ftA-AS^f), HCol, O.lng 

5 0 0mg(5»l B 1 0^e>»laI*jgna#$*L*o *»Pa#^S8l4, »i L 

miE# 2004-3092495 



#H 2004-162909 



^-v : 13/ 



[0 0 7 5] 

J&**ffil&<0»£\ 1 pmo 100mm o 1 /LOtE||-CJ&SlfK«t>Hfllftl$n* 

tK **Wi0.1fmo 1/L^ibl00^mo 1 /L <D&mXfflmiZfe&mX (flflx-tf, 

[0 0 7 6] 

& o 

[0 0 7 7] 
[0 0 7 8] 
[0 0 7 9] 

ttzitmm m*.&. ^a-*, ^n-fe^a-*, r 

o jfi5>JfK J: 15 a-x-f >^#J («jtlf, SS, Hf7f H KD^vyn tf;v-b;v 

£ tz2&±<D!§X®.mi>X\,*Xi> ^hK^y^yco^n *®.WLZiii 4W*7* 
[0 0 8 0] 

JR^SO (^Jx.fi\ ^yn-*, M^-fe^n-*, 

tfny K>\ >^-fl7;K>tvny^A^) , &Wffl (IfJilf, T>Zfy, L - 

AflO > J^Tffl^iJ (fllx.^ tKn + y7°n(;;i/-k;vn-^, t Kn^y^nt^v^f 
;i/n-^, #-/}?5}?-;k -3-)i>*z)Vu - # y tf^;V7;va-;K 

„ *°yxf i/y^V3-;v, 7 , Dtfl/y^'j3-;K 5 7^^7^>^) 

, -te*9f->^ t KD^y7"ntf;Hr;VD-7, b Kn^y7°ntf;l/^f-;v-bjvn-^7^ 

[0 0 8 1] 

nf&fttettmiz&tiwjj&Kmcxmmzti&o mm. z>t^>ttzi±^ti&±<Dm®. 

mWizmmM (Mx.tf> ^>=.h-)V^ ^^3-^, Mt;i/n-^, a 

tiJaE# 2004-3092495 
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: 14/ 



**hy*A, iltf/'ja-^B**'/!)*!) „ HtffiM (mx.it. XTT 

+y'J ^y*y vjH-^, H/^n-x, U >BftJffl, ^ 

^yfm, tr4m&.> rvis>. y^t^ym, 

[0 0 8 2] 

y^ne;w-b;vn-^, t* Kn^y^n tf;w> f^-b;VD-^, r ^ y * ? 'J 

jft^#J (tfflxJf. KKn+^^n^-fe^n-^ *°y If -;vfc? n y ^^mT 

Bt*/i/*>*A490 , fH-tRSW ^fWfvny^f) „ £«ttt£iJ 

(2\ ^3-7, -7>^h-;K I — x'j^ij >-jk 

tKn^y7*ne;v^W^D-X7^1/-bf) ttlfC^t & <fc L, 2*:2&. 

> -H-i*#J^oj6lJP% x- s 1 1 i> t? § s o 

[0 0 8 3] 

«P«:^Ofcie>OrtJ!Rffl«[»Jt±, »J6<J^^S?tL^7K^J> S^, ?L#k ->ny/#] 

3?mm. v&m. ««»jfmLtv>ttj:v> 0 

[0 0 8 4] 

*l*o ^tLp> t±i> tot fL\>x±<omms^.^^ ^(D^mttz 

[0 0 8 5] 

tti|E#2 004-3092495 
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^-V. 15/ 



Tve>m> <v*?->m, jsfr5.i->m, ^tt^e *-w>^ 7v 

^>»x^f^, 5V^f>8i^f^ /^$fV|x^f*, ^rT'J^fJV 
. *W >^jn^x;i/^) % n^jg (Wx.lt 5?n*, Id^, •feV">>^) N 
te#J *° v t ^ y xf v > 7 ;v ^ ;vx - r ;v u /'fx^ t „ ^t;v=»- 

;v (Wx.lt -fe*y-;K ^f7'J;V7;V3-;K thXr7'J;V7;Vn-;vf) „ ->v 

(wx.it >^^;v*y ^>n^-9->^) % mti^mm (wx.it m*v*vy, & 

fe7-tV>, »«9yy>, SEtt'*^* >30 , ^'J3-;VS (Wx.lt xfi/>^ij 
:3-;K v^f-l^^ij tf V > ^ y 3 - ;K *''Jxf U>^iJ 

xj=f~)vm „ fit^fa (Wx.it t7->M, *y-:/fdu rii, ri/f>if) , 

M (Wx.it ^>*ydu IPMk' 7 9 ^ ^^yix^^) % ^ ®iR^ii^J> tf>.£ti 

[0 0 8 6] 

❖*^jW»±&fil4 3tiiii««ffl$tLTV^ft.*tw«t »)»ji$tL-5 0 Will t>tOf/;li 

;V7;i/3-;vf) , VMtM (iilf, ^m-^W^n-^, tKn^yxf;v 
■fe;pn-^, tKo^fy^nt^-b^n-x, xf;Hr;vn-7f) „ tfft^J Wilf, 
byx^-;V7 5y, ^V7 , n;V-^7 5^) % (Dlx.lf, €y7f 

[0 0 8 71 

?V-*mt&totKtemii![&mZtlX^Z&kj5iZ£y)Mj&ZK2> 0 ix.|f, ^ioi 
£li^*im±<7>t£««^ 3fe#J^J&]Bi4fei±?L^$*TP»l$tLJ5 0 * 'J - A»Jli<2r 

^a-*, jfcftatcafjji, #*7;v3-;v («jiif, ^ntfixy^y 3-;k i, z-?*f- 

) > IMtafl (ix.it #y ^-^->jc^u>t;v^;^— f/i/JR, IBKrBftJ-^x^Sfi^) ^ 
tK^ iRJR-IEJiah ri^tilfc^J^ibiiltft,* feo*#»t?, £*rli2«m±£?I^LTffl 

[0 0 8 8] 

&ft3fflit&tob&\t*i*mi&&mzKx^&i><Dfrbmi£tL&o Wx.it (Wx.i* 

% #'J7^'J^», **y fcf-;vt?ny 79tT7=fA, r^fy, + **f-)\s 

*)Vu-xm % M^iJ (Wx.lt mm, ^U-ty>, ^tfVv^Va-^) , ft* 
$iJ (Wx.lt **y>, BMfc3E«fr, #;i/v7A, -^^v^A^) , 7^ SFfiMlt 

[0 0 8 9] 

mtM titeft t li aflHSUfl 3 *lt v> 4 K J: «5 UHk £ *l£ 0 W x. It l> t o i £ |± 

^Jii&ftiabSv^ijiiit^fflstL-rv^to^^atdrtLSo Wx.lt W^3fe#J, f*lt, its 

LTffl^e,tL4« $<bir> «##J. gu^k^J, *#S0**^t?v»t«> J:v> 0 
[0 0 9 0] 

v h^Jli^ * fcliaiMftJ8Sivcv»* «k*tcJ: «9 Sli^^tL^ 0 Wx.lt l>to 
4 ^li-etL^i^fS^^Tfc, 7;vn-;v (Wx.lt x-tJ-fr^ ,fjxf 

WiE# 2004-3092495 
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t-v: 16/ 



aire, sfe»4 2a^±tw»», siBi^ttfL-fk^-frTpaistLSo s^k, omn, mm 

[0 0 9 1] 

pt^j> rasa, fc-i^yu-^ii, -&mzm^bn&ftmtmmzwmm&mi- 

0lx.tf#B*RMfr*2.868, 691-^-33 £ tfEI#3. 095, 355^- Kf£ L < |B*S *ltv>£ 

o 

[0 0 9 2] 
[0 0 9 3] 

»iss) ^) , m^^j> $um, mmim, wmm, i&jfmm*$A,x^x i> x\,> 0 z\ 
n h a mmjiw. k ^ v> x mm -t & frmm&ft ficiotis^Wo ttz mm o m mm > 
mmnm&zmikL, ^ro^mmizmm<Dmmm^ttzim<DmMizmmL 
xmm-?zzti>x&2> 0 

[0 0 9 4] 
[0 0 9 5] 

JMM Wilis mt^y-V^X-VA, s-iy^om , j»-fe#J> »lfc#J (fl&tf, u> 

-e-ott^) „ m&m (0o*.wr, •r>-?>* b 'j >f ) „ mj&M minis fu&. -t 
;i/n-^^) , ^^j, mmn m^>f^^=-^^, ^^^m , &jdue 
m «r &is icis c Titi« LTii^^o & am m\ *&5--t zmz. \tmin mm& 

[0 0 9 6] 
[0 0 9 7] 

Kf^JiO'/* fcii^***©*!^**^/* fcfcttHBu (2) ft© • t^JRe6:#> ^#*<^ 
@z^ % is XV/ 1 tut (3) BOftffioe*^^*e>KmboaS»Ji:j(ft*^t>*T, #ffl^JtL 

[0 0 9 8] 

BL (2) t&S-M^il, Silf/ifctt (3) Mftmv>m8.<Otitb\z 

tiJSE#2 004-3092495 
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^-y: 17/ 



[0 0 9 9] 

4LTU<, *fc»ll*0»5WtCLT&#i-*^J8«:fcoT4 4v> 0 £ WglJ* <&«#JK: L 

&oTV>T& iv> 0 
[0 10 0] 

*^0#ffl^Jlc«t 19, f^iU'/l fcl4tef£®*£^*^m{4#K:p.B£$*L-f> 
[0101] 

Bf|> -3f->S##PlDm, yST^n^f Kgfi££. 4MB, ***J:a r /4fc 
(MAO) ttaU^ai, *fn-^-0-^f;i'f7>^7x7-^ (COMT 

m^mm. m^^m, %t^%m, ^fn>( Kft^Mfce*, jgm*H*tejay*v*-as. m 

4 14 gij y PTHf) , 

[0 10 2] 

ifjyt^y, *r±'<yto (tak-14 7) ^^ffbft&o 

[0 10 3] 

v^--fe*pa*^ («x.i 6- (4 - tr -7 i -v^) [2- (n 

, N-y>f^7^) T t~ 7 'J ^> 6- (4-H'7i-'J;l/) ^h^r">-2- 

(N, N-^>f^7?y) ^WI-7rA 6- (4-lf7x-^) ^h4r~>-2 

- (N, N-y'7'n^7^) ^ f JVr b 5 'J 2- (N, N-^f JV7^) ^ 
•^;V-6- (4' h^Vlf 4 ->f>l0 ^h^v"f h7'J>, 6- (4-fcf 
7x-'J*) ;*h*~>-2- [2- (N, •x^/U] f 2 

- [2- (N, N-y>f;V7?/) xfji/] -6- (4' -^f ;ve7x-;v-4-<f 
;v) ^*vfl>7V>, 2- [2- (N. N-^>f;v75^) xf^] - 6- (4' 

h*i'\£7*~)l'-4-<< ;v) ^>^yf >7';v, 6- (2' , 4' -v^h^v 
fcf 7x-*- 4 >h*~>-2- [2- (N, N-^W5» x-^;l/] T" b 
9 } )y, 6- [4- (1, 3-^>y*yt^7-^-5-^;v) >h*~>-2 

- [2- (N, N-v>f-;VT5y) x-?-;u] fh7'J >, 6 - (3' , 4' -SMb* 
i/\£7*-)V-4-4 ;V) *b*V-2- [2- (N, N-^f*7^) J-f-^] T" 
h^VV, -5-^7fe^ffi14#, ^OSfcitf-e-^jieflUKk OM99-2 (W001/00663) 

[0 10 4] 

/?7 5n^ KlfiiftffiS^IItLTI^ PTI-00703, ALZHE 

mSE# 2004-3092495 



#12 0 0 4- 1 6 2 9 0 9 ^-v : 18/ 

MED (NC-531) , PPI-368 (#^¥11-514333) , P P I - 5 5 8 
¥2001-500852) , SKF-74652 (Biochem. J., 340 (1) 283-289, 1999^ 
) m&mifbtlZo 
[0 10 5] 

[0 10 6] 
[0 10 7] 

^/rr^tii (mao) Masfcu-ctt, mz-\z, t7?y>, t'-zv-jk -t 

;Vv>-<;> (-bV^'jv) , W-teS K (remacemide) . U ;w/-;v (riluzole) 
[0 10 8] 

gt^ij ^usfc LTti. ®)x.i£> h>jAti/7i-^K e^ur^^W e>*ia 0 

[0 10 9] 

*fn-;i/-0->f;vh7>^7x7-lfIfIi:Lr(^ •fFflx.fi'. ^>9fJ^y^ 
[0 110] 

& o 

[0 111] 
[0 112] 

7-f ^9- h^^ltifll^Mi: LTf±, ^n7^ h^ri*Wb*L& 

o 

[0 113] 

fcLTfcU #)JxJ£. CP I - 1 1 8 9, IDN- 6 5 5 6. CEP 
- 1 3 4 7^^tf htlZo 
[0 114] 

tt«3Wfc • S&ffiitHi: LTfi, Wiclf, I^t7'J-A (Leteprinim) , *t'J7n- 
f> (Xaliproden ; SR-57746-A) . SB- 216763^^ tffc *LS 0 
[0 115] 

^77n7x>, tl/3^y7, D7z3 + y7*, 7*kf'J>\ 4 > K * -> > 
[0 116] 

[0 117] 

[0 118] 
[0 1 19] 

[0 12 0] 

tB®E# 2004-3092495 
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[»W©»*] 
[0 12 1] 

isaiffl^oaBjifefi«^?ufflTir«6-c**o wm$z&m&<o=f-ffi& xv/ttzitfem 

^DK7-;mw#u oasis itst^jitf/s^ttftjn^* 
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[0 12 2] 

o 

[0 12 3] 

nnmi : -oe** (in vivo) W^M^^k^S.^i-^j^^ft 

[l-A] M^i$0>rjl,K i£M 

[1-A-l] 9^M2gjfiL^^ (4VO) ^f;v« 
9 hEM^^fe (4VO) ^r^Wi, -ffri/^V-bn-ftm (J. Cereb Blood Flow 
Metab, 16#, 973-980, 1979#) L^L/Co 4 * ~?k*7 

v hcoMfiJ«#M^7XX^*L. SB, l£gii&It£®ffiU * V fT'KT 1 053*1^- 

[ i - a - 2 ] wmwuLftm owffi 

i^coWM^^ftiHI-r^it-e^To^o mfc (0.1 v o 1 % tween 80) £ i lWBHb<£ 

(iomg/kg) <7>&-5-it, BmcAimm<DmfowmMmtmmKm%m*mMi& 

?E£MLT^;& 4V0M8 Bt£^ib 4 0 B ffl, 1 B 1 m<^5MiJ^PS:-^^ £ *9*fo£ 0 
[0 12 4] 

^Jx(^ ^mt^tLX (2R) -2--/nt°;v^^^>m^ffiv>/c^O^^IH 
1 ^^-To 

[ i - b ] ^fmmm^mm.mz xzwm 

[1-b-i] yy YwfiLwmns (4vo) ^rfrvfEj&tmm®.^ 

mnm ci-a-h t:Ei<?)^i:j:ot7 7 hEgjflL«»* (4vo) ^t*^^^ 

U aTO^ii:#Lfco ft. (0.1 v o 1 % tween 80) isXtf&mt&yd ( (2R 
) -2--/nif;v^-^^>m: 1. 3. 10mg/kg) mmCAim^m 

[0 12 5] 
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21/ 



[HE1] 



SI* 


4VOM 




04 HE 




St 




18 


S1SSSI 




an* 


20 


Ug/k gil 




/ n n \ _ o — , 1-t lv* il ^ s ^ 

lmg/kg, @P&-§. 


22 


3mg/k g if 




(2R) - 2 - zftt\£)l'*Z$>M 
3ng/kg, .tIOS-S- 


22 


1 Omg/b gS$ 


t9 


(2R) - 2 -TfOtf^^^-Jt^lS 
1 Ong/k g s ^DS4 


20 



10 12 6] 

[ 1 - B - 2 ] *asa^W8Wfct?oBMifli 

jJcaySfr^Stflfc^li* |gl5 0cmXH?5 0cra^lfeP3f^-Jl' (-i-n-9->f 
x.;/* OHO ) =H£JBL7to £0-/-;VK:if&2 3"C©>dtiB>fc«:, ^£$j3 0cm (^?? 

[0 12 7] 

•COWFM (#) : e s c a p e latency (sec)) fctNMLfco 7 

ACSo^^li, -?-c:K#tj3 0#K3ft@L£^ ^-^IcRLfco 9 OfWHJWtf 

9 OtytLfzo #h9>f T>KOiai(Wtt#&3 0 #IW fc U 1 04 f7^f 
^«^B#> ^J:^ (2) j&^Hlifc (4 h?>f7*fi:^y h A£3B]ji-*-*£. 

( 1 ) 

jta»i*«)is**ia 2 # <t tmTo^K^ 

[0 12 8] 



UiSE# 2004-3092495 
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^-v : 22/ 



m2\ 







5S2??fi&3 (Esoape latency : seo> 






2 


3 


4 




1 8 


81. t ± 4.3 


31.2 ± 3.7 


24.3 ± 3.2 


16.3 ± 1.7 


mm 


2 0 


66.0 + 3.4 


54.8 ± 4.3 


52.5 + 5.9 


54.3 ± 5.6 


Ug/k gil 


2 2 


68.8 ± 3.1 


61.8 ± 4.4 


52.5 ± 6.8 


46.9 ± 7.6 


3 m g/ k gSI 


2 2 


63.2 ± 3.8 


48.7 ± 5.5 


42.8 ± 6.4 


34.9 ± 5.7 


1 Omg/k gS$ 


2 0 


66.8 ± 3.7 


44.5 + 4.6 


41.4 ± 5.2 


81.2 ± 6.2 



[0 12 9] 

^x^mz^mmmm&Ltz (^2 > m 3 # 4 -t ? a ^ : P < 0 . 001: 

W i 1 c o x o nll^fQ^) o 
[0 13 0] 

(2 R) - 2-/ntf;vt^^>i©3mg/k gg^itfl Omg/k gm±, Mm 

&t}tmLx^ jm -t-y v 3 yfc&^x^jz&mm&tfnMLtz (p<o. 05 :wi 

1 c o x o n MtiLffitkfc) o 

(2) /^mut 

[0131] 



fcblE# 2004-3092495 



#M 2 0 0 4 - 1 6 2 9 0 9 ~J : 23/ 



[S3] 





mm. 




2liH;gB3 (Escape latenoy : seo) 




1 


2 


3 


4 




1 8 


om 


0.0 


0.0 


0.0 


0.0 


i ® 


27.8 


0.0 


0.0 


0.0 


2© 


33.3 


5.6 


5.6 


0.0 


3® 


33.3 


44.4 ■ 


11.1 


11.1 


4® 


5.6 


50.0 


88.3 


88.8 


km 


2 0 


ota 


15.0 


5.0 


10.0 


6.0 


i m 


26.0 


20.0 


26.0 


80.0 


2m 


35.0 


30.0 


10.0 


20.0 


3£f 


20.0 


35.0 


20.0 


26.0 


4 B 


5.0 


10.0 


36.0 


20.0 


1 m g / k g 


2 2 


out 


22.7 


8.1 


22.7 


18.2 


na 


27.8 


22.7 


22.7 


22.7 


2ta 


31.8 


31.8 


0.0 


4.6 


3ia 


13.6 


27.3 


4.5 


3.1 


4ta 


4.5 


8.1 


50.0 


45.6 


3mg/k gS$ 


2 2 


o© 


18.2 


3.1 


13.6 


3.1 


i ta 


18.2 


13.6 


4.5 


4.5 


2Et 


40.3 


3.1 


22.7 


0.0 


3{3 


13.6 


27.8 


8.1 


31.8 


4® 


8.1 


40.8 


60.0 


54.5 


10mg/kgS$ 


2 0 


ota 


15.0 


0.0 


0.0 


0.0 


i ta 


35.0 


16.0 


16.0 


5.0 


2ta 


5.0 


10.0 


10.0 


10.0 


3Ef 


35.0 


50.0 


40.0 


15.0 


4ta 


10.0 


25.0 


35.0 


i 70.0 



[0132] 

tbbtitz (H 2 > *3-b7->3>: p<0. 05 : x 2 tfcJ^ I4*r>a^: p<0. 

o o i : x 2 o 

[0 13 3] 

(2 R) -2-ynt>t^^^3mg/k g&t3£Vl Omg/k gSMi, MM. 
#fcJfctfcLt\ |4tr>a ^fcfcvvr^rfcfcgfcjFLfc (p<0. 05 : * 2 tfc£) o 
[l-B-3] jKUK^ad9fAK:J:«M 

s&i&flD aatau *B*isigs oho ) M»Krt^«;-^L, mmLfzo -e-o^ ^ 
^u>ira (i ou/mL, ^"cyv^hv^Attit*, ^ftm oho ) &mfti&m (? 

(«*#tasxii («o ) i-xmt:mm®feLtzo &H*tttuu 1 o%*i£ 

[0 13 4] 

HB'*OJK«Ui , 9->^C-oS % (l) -y^^Jfefe«* (Inte 
raural 1 i n e <fc >5 5 . 7 mm^S&fe) . (2) AVf^V'J>-ity>lfefe 
fcjtf (3) *»!fe«3|c : 1 O^m) £tf>9*>> 

^f^-y7t7>ff- (MCID Elite 7. 0 Rev. 

ffitE# 2004-3092495 



#M 2004-162909 



: 24/ 



(mm) S/l^iftiiliJtitUi^t, fctt^WMfctf-pfco 

MCA i«*t;^»t*#ji«fflll&»ofhillfe** N H4*J:0 r JeiTO*K^Lfco 
[0 13 5] 
[*4] 







lf>@S!I!J!§Slg (Wi/mm) 


p value 




1 8 


129.3 ± 3.8 






2 0 


43.6 ± 6.2 


<0.0001 


Ug/k gH 


2 2 


45.0 + 5.6 


0.7818 


3 m g / k g if 


2 2 


61.0 ± 4.8 


0.0495 


1 Omg/fe gf$ 


2 0 


71.4 + 5.5 


0.0015 



[0 13 6] 

*t«i»tt, lEiumtimLx^ m±fcwmmi&m.offi'>j)mibbtitz (p<o. o o i 

: W i 1 c o x o nJH^jfD^) o 
[0 13 7] 

(2 R) -2-7'ntf;v^^^>^co3mg/k gW&XXFl Omg/k gf£ti\ MM 

mtitmhx^ mMKwmmm&wiimvt: (3mg/k g : P <o. os-wiico 

x o nJKtitfDtt£« 10mg/kg:p<0. 01 :Wi 1 coxo nMtiLffitfifc) o 

2 : >tr b n (in vitro) tt«»«i]ftfl-fkcatrra*o«ttt 

[ 2 - A ] 77l« JJSM & fcffcffljfe© * & M 

[2-A-l] -9-v/;vpmi:#0ilfflM^M 

i »)ifflfl&*4Hfc$-»i\ jfftj&te (N2 Plus supplement, R&D systems 

) , m.m&mmWfflmimm* (20ng/mL bFGF, R&D systems) &X&±&M 

JJ&iffllHi 1 (20ng/mL EGF, R&D systems) tfDMEM/F 1 2 iff* (Gibco) ) 

ifeLfc^w*-*^ K Lfco i#*2 4B#W^ MMfrfr**^* Lfc«* 
it^Hi. (N2« 8b*M&Ri3J:O f 1 96* vJ3^B«f-^rDMEM/F 1 2 Iff*) fc£ 

ftl&mfo'^nfrikV&mtlkZ'WAtt.fim- tubul i n$Lft (2#c#Mfc '.FIT 

cwmm-wxi g G^) t?fta*fe*ffofc 0 

7-;fWftM»t, 196*->IM]fitf# (*B«*H£) ^tDMEM/Fl 
BJig?*Lfc*t*. KIRttT (flf^l 0 Ote) tlfi^i 19^)8111- tubul i nfifttt 

(Tu j i + ) mmmt. it&m&mtnmzit^ ^mmmmxamMAzmmLtzo m 

x.Jf> 3 0//mol/LO (2R) - 2 --fu \£)V** * >H**flJv*fc»<ft\ 

nm<oz±\. zm (sumnm) tatu ^»«ara»-e»i3 1±4. em (8«»th 

ffifE# 2004-3092495 
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^-v 5 : 25/ 



[ 2 - A - 2 ] ttfi«BJ|&0«-fka»©?|g 

, ^O^MbglBfcftftlfefeftKioTfcBlxfco n§h iittMJiMICIitnlMAP 2 
fcvfc, tttt&tt >g« K G A B A ifvfc £ Jfl £ 0 

&MAP 2}ft#:£fflv>T3fefe£*L& ltlffjbfc lj <^!t1£M«ic*ft1£ Lfcift*, <b^ 
*«UP»T?tt3 4 ±0. 91®, 30/<mo 1/L© (2R) - 

irasrcii 5 o ± 7 . 4«-c&ofc 0 

[0 13 8] 

tftGABASM*:«:fflv»-rSfefeS*L*, i«»*fc?)o»tt«ll&a:«:tHfeLfctt*, 4fc^ 
W**JP»-Cti 1 9 ± 2 . 71®, 30//mo 1/L© (2R) -2-^nn>t^^^t 

^jbnPx-ti i o i ± 9 . 5iffl-e*o/So 

[0 13 9] 

JBLt©tt**e>, (2R) -2-/nt>t^r/ 

jg«flna^# "b *l a £ t t> ^ o 

[3 -A] h^MIfiJfcT^hDt-f K*HHbttt*fcJ:*»Hiiii 
[3 -A- 1] -9-^^W3R 

0 OXg^3 5HBO»^«*?TV> % f±S* 1 0%^vi!ilJ(l}|-DMEM^ii:Tli 
t> 7 5cra 2 77^3i:#«U, it#im&!2 B^ «rfrofc 0 
[0 14 0] 

^tWtl 9Bg(^ 0. 0 5%hU^>VEDTAtfflv>-C7^hnt>f 
JRU ^-fb^Afe (N2^» (N2 Plus supplement, R&D systems) feitfl%^yM 
JfiLtt (*B*«fc) ^fDMEM/Fl 2*&«i (Gibco) ) ^i^t«a^fflSL^o 

®*5j:U r l%^v!&iBjfiL?t^DMEM/F 1 2i&») HJ(f*«[*2S!aiLfco 7 BW3Mb 

[ 3 - a - 2 ] wmifto^rbftwoiftB 

u b u 1 i n#M£, JfiDoublecorti n j£^«»IJ&OitBfc»iSLMA 
P2M, iftNeuN#i#, ftNSEStfr*. «1SBf£#igiffllI&^«6BKtt$i;G A B A£l# 

BtjBlII- t u b u 1 i ntfc#*fflv>T$fe<fe3*LS lU»**:0©liBttjWJI&»:*ti-«cU 
m> ^Wi»T*li9 3±10. 9<l®> 30//mol/L© (2R) - 2-7o 
tf;V^-^^^m^ilP^T?(il 7 7± 1 1. lOO^mo 1/L(0 (2R) -2-7 

ne;v*?*>@^;bnW-CW:2 3 Oil 1. Offl. 3 0 0 fx m o 1 /L <D 2 - 7 p d k?;v^? 
y?^»Tlil7 4. 8 ±7. 8«-C£>o7to 
[0 14 1] 

SDoublecorti nfit#*fliv>r jftrfe$*L* 1 ttlp*^ •) 0»tt«HJS»*fHfe 
Lfcttr*, <b^%^5P^-C« 5 5 ±5. 7fl, 30^mol/L^ (2R) - 2-7d 
bT;v^-^ * ^Ife8Sin3W± 1 6 8 ± 1 6. 61it?*o^ 0 
[0 14 2] 

SfcMAP2&#£/Bv»-afefe$*LS l«»*fe»)0»tt«BJjfeft4:«-»[Lfeje*, fb£-» 

tiifE# 2004-3092495 
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26/E 



#«3£Tf4 5 0 ±7. 41®. 3 0//mo 1/L<0 (2R) -2-^nf;^^^>^ 
jUP^-e.{± 1 0 4 ± 1 0 . 3fflT?*>ofc„ 
[0 14 3] 

#*SJn#TN4 1 0 61BU 30//mo 1/L© (2R) - 2 - ~fu Vfr* 9 9 >&ffitia&1? 
{4 19 9fflT?*ofco 
[0 14 4] 

«]^T*f4 1 0 8 1®, 30^mo 1/LO (2R) - 2 * >9HRfln»Ttt 
1 6 6-jH"C*o^:o 
[0 14 5] 

»»T*li2 0±1. 0m, 3 O^mo 1/LO (2R) - 2 -zfu 9 9 VW. 

[0 14 6] 

ja±<0tt**ib. 9? b^&SCSl^T* Fnt^ h£ (2R) - 2 - \£)V* 9 9 
8JH0I1 : 

• (2R) - 2-^nt>t^^^ 2.0 kg 

• »; ^»H+ b U • 1 2tK» 3.54 kg 

Ik, 117^;^- (fa7^70.22 / <m^>7*V>') U 2mLfo^57fy 

^T^JMCjteKU ffiEE£4tfttf (123TC, 15^) IT'/Wl 
o o m g ©ittMi-^tt * T > 7*;V 2 ^*#to 

[0 14 7] 

[EiMom#*rai 

[0 14 8] 

[mi] MzgjfiLif^ (4vo) *7A'K&w&{k&ni$ftmmfflknmt** 

■f977X&2>o 

[H 2 ] 79 M&iBffi**»fflfla«-fkttlftK:i3»t* III-tubulinS&ttsWWajfeoaE'fb 



tiiSE# 2004-3092495 
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^-v: l/E 



[mi] 



100 r 

140 
120 
j 100 

j £0 
40 
20 
0 




ttt P<OJD01 vs Normal 

* p<0 .05 vs Vehicle 

(Mann- Whitney U-tes$ 



ttt 





[02] 

%>&%k&m. (ta 0 m -tubu I i n tfttt»14) 
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^-v : l/E 



mm] wmniki&mm<D&i£ 

SLfeMMo #K> (I) 



9 ? (Wft^jwaa, *st*ufl&^) mm • ^b^»K^ #^fr 

iiia ^cwifto&tK • nfkzvzm-t&o ^hizmmmm mm^mrn- 

[jHRB] * L 



lit l] 




(I) 



O 



W|E# 2004-3092495 



#H 2 0 0 4- 1 6 2 9 0 9 ^- v : 1/E 



#^F£BM^#-^ #12 0 0 4- 1 6 2 9 0 9 

^ft#-5|- 50400916439 

mm'U m^mm±m 0094 

ffU&B ¥116^ 6R 2B 



MB] ¥J&16^ 6B IB 
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i/E 
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